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SUMMARY 
Drugs are known to induce depressive states. Chloroquine, an antimalarial, in therapeutic doses 
administered for malaria therapy, may produce symptoms rather indistinguishable from endogenous depress-
ion. The possible mechanisms of production of depression related to chloroquine use are hypothesised. 
One of the most common diseases of 
our time is depression with a prevalence 
of nearly 3 per cent. It may be speculated 
that drugs having effect on the neurotrans-
mitters may have increased the prevalence 
of depression. Drugs commonly implicated 
in inducing depression are long-acting anti-
psychotics, barbiturates, ethanol, oral con-
traceptives and antihypertensive agents 
(Whitlock & Evans, 1978). The present 
communication describes two cases of de-
pression related to the administration of 
chloroquine as an antimalarial agent. 
Case reports : 
1. A 40 years old female reported to 
the psychiatric clinic with complaints of 
sleeplessness, loss of interest in doing any 
work and feeling sad, all these started on the 
fourth day after ingestion of a total dose of 
1.5 gm of chloroquine for malaria. She 
was premorbidly sound with no previous 
history of mental illness or any family 
loading of mental illness. Mental status 
examination revealed features of moderate 
to severe depression with suicidal ideas and 
weeping spells. Insight was impaired. No 
evidence of any organic deficit was detected. 
She was started on antidepressant (amitryp-
tyline) 100 mg per day, but she improved 
after 4 days. 
2. 32 years old female after adminis-
tration of 1.8 gm of chloroquine for malaria 
five days prior to attendance in psychiatric 
clinic was found to have a depressive mood, 
psychomotor retardation, suicidal and para-
noid ideas. Though she was put on tri-
cyclic antidepressant, dramatic improve-
ment was noted on the fifth day. She also 
did not have any previous or family history 
of mental illness. 
DISCUSSION 
Chloroquine administration for various 
clinical conditions has resulted in the de-
velopment of psychosis (Burrel and Mar-
tinez, 1958 ; Mustakallio et al., 1962 ; 
Dornhorst and Robinson, 1963 ; Rab, 1963; 
Sapp, 1964 ; Brookes, 1966 ; Kabir, 1969 
and Bomb et al., 1964). Most of the reports 
describing toxic confusional states. But, 
chloroquine is known to producee either a 
'psychic type' or a 'psycho-organic' type 
of syndrome. Neff described a 15 years 
old boy developing depression with suicidal 
thoughts, insomnia and acute panic reaction 
with ego disorganisation, after 10 days of 
chloroquine therapy for facial granuloma 
annulare. On cessation of the drug the 
symptoms disappeared, while a new trial 
with 250 mg to 375 mg of the drug, pro-
duced the same symptoms (Neff, 1964). 
Drew (1962) had drawn attention to 
the development of depression in 43 per 
cent of his 21 patients treated with chloro-
quine sulphate for rheumatoid diseases. 
Depression ranged from mild to severe degree 
and several patients required anti depres-
sant drugs and one patient had to be given 
ECT. Other symptoms noted were claus-
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trophobia, inferiority feelings, loss of sleep, 
and suspiciousness. All these symptoms 
disappeared on withdrawal of the drug. 
Even the case described by Brookes had 
evidence of depression (Brookes, 1969). 
Another interesting case report of a stuporous 
state after the intake often tablets of chloro-
quine for malaria suggested a diagnosis of 
depressive stupor with dramatic improve-
ment on the tenth day (Adwani et al., 
1978). 
The mechanism of causation of depres-
sion after chloroquine use is still not clear. 
Advani et al. (1978) postulate a depressant 
action on adrenal cortex producing a dep-
resive state akin to that in Addison's disease 
(Adwani et al., 1978). A possible acetyl 
cholinesterase inhibitory mechanism of the 
drug in the production of psychosis is also 
suggested (Mustakallio, 1962). The authors 
have hypothesised a hyperdopaminergic me-
chanism in the production of mania-like 
picture after chloroquine use. (Advani et 
al., 1978). Neuropharmacologically, -it is 
known to have at least two types of de-
pression—norepinephrine depression and 
serotonin depression (Adolphe et al., 1977). 
According to catecholamine hypothesis, 
there has to be a deficiency in norepi-
nephrine and dopamine in depression 
(Bunney and Gulley, 1978). Enkephalins 
also appear to alter central mono-amine 
function (Pollard et al., 1977 ; Eidelberg, 
1976). Thus one wonders whether there 
is any hypodpaminergic-enddrphin excess 
state ? or Is there any cholinergic-nor-
adrenergic imbalance ? or multiple inter-
actions of the biological amine systems, 
neuro-endocrine system, endorphin system 
are operatingt • 
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